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The Honorable James M. Jeffords
-United States Senate
Washington, D.C. 20510

Dear Senator Jeffords:

This is in response to your letter of July 23, 1998, co-signed
by serveral of your colleagues, concerning the Food and Drug
Administration’s (FDA) proposed rule implementing section 401
of the Food and Drug Administration Modernization Act of 1997.
We thank you for your comments to Docket No. 98N-0222 on the
Dissemination of Information on Unapproved/New Uses for
Marketed Drugs, Biologics, and Devices.

Your interest and comments are appreciated. Please be assured
that your comments will be considered in preparation of the
final rule. A similar letter has been sent to your co–signers.

Sincerely,

Diane E. Thompson
Associate Commissioner

for Legislative Affairs

bcc : HFW-10
HFW”2
HFW-14
HFA-305

R/D: LPalmer 7/30/98
Review: J. Dupont 8/2/98
Review: B.Shultz 8/26/98
F/T:lcg:8/31/98(S:\WP\KMEISTER\98-6387 .WPD)
Control 98-6387
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JU]Y23, ]998

Dockets Managcrnent Branch (HFA-305)
U.S. Food and Drug Administration
Department of Hcahh and Human Sctices
Room 1-23
12420 Parklawn Drive
Rochik, MD 20857

Re: Docket No. 98N-0222, Ilisscminxtion of Information on
UnapprovcWNew Uses for Marketed Drug, Biologics, and
Devices

Dear Sir/Madam:

As the autlmrs and principal kgislativc sponsors of Section 401 ‘of S. 830, the

Fuud and Drug Administration Modcmization Act of 1997 (FDAMA), wc am writing to express

our strong concerns rega.dng the Food and Drug Administration’s (FDA ‘s) proposed mle

“Dissemination of lnforrnation on Unapproved/New Uses for Marketed Drugs, Biologics, and

Dcviccs,” published in the I?cdem.1Register on June 8, 1998, Despite the fact that seclion 40 I

was the subject of extensive and exhaustive negotiations. FDA’s proposed regu Iations appear w

beat od~ with k inicnt of the provision by imposing cundi~ions that will negate or scvcrcly

limit dissemination of valuable health information that was explicitly stt.nctioned under the

statute. As drafted, Fi)A’s propos&d regulations am inconsistent with Ckmgrcssional inlcnt for

section 401.

h kc preamble to the proposal, ~~A requests that interested parties provide

concrete suggestions to address various issues ccmtaincd in the proposal. Ilk letter responds to

that request. In doing so, we hope to work with the agency k order to ensure thal (he final

regulations are consistent witi Congressional intent.
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As clear] y set forth in the legislative history, he intent of section 401 is to ensure

that hca.hh cate practitioners cm obtain important scientific information about uses that are not

included in the approval labeling of dregs, biologi= and devices. AS U Confe~ncc Report on

FDA.MA SCM forth Mth regard to section 401:

The Clmfcrence agrwmcnt’s inclusion of this section is intended to provide tial
health cam practitioners can obtain impw-tam scientific information about uses
that are not included in the approved labeling of drugs, biological products and
devices. The conferees also wish to cncxwrage that these new uscs be included on
the product label.

H.R Rep. 105-399at99(1997).

The follotig statements from hearings on this issue further support that position:

For me, the subject of today’s hearing is wry cl- Should be Federal

Gwmruncnt stand as a roadblock in tic fkee flow of responsible infmnmtion
m physicians about treatments which could mean the difference between life
and death for many people with ctmcer and other diseases? Tbelieve the
questions should be answered with a resounding “NoY

More In.Lormation for Better Patient Care: Hearing of the Senate Committee on Labor and

Human Resources, 104th Cong. 2 (1996) (Statement of Seniitor Mack).

A key question boforc us today is why the manuf%tumr of a potentially
valuable product is forbidden to share rha~ information with medical
providers, people in the medical profession. No one is talking about allowing
them to mackct those off-label uses or TOadvertise these uses, but what wc are

talking dxmt is the facilitation of information flow withh this controlled
ilamcwork of the medka.1 mmmunity.

More Infmmation for Be[@r PatientCare: Hearing of the Senate Committee on Labor and

Human Resources, 104t11Cong. 6(1996) (Statement of Senator Frist).
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As these statements indicate, in devising a program for dissemination of ofl’-label information, in

addition to facilitating tie dissemination of medical information, Congress also sought to

tmxmagc, where appropriate, inclusion of such ncw uses on !he product labels. Thus. section

401 of FDAMA strikes a carefitl balance bewcen providing access w peer reviewed journals and

reference publications {such m textbooks) Lhatdeseribe studies on “off-)abelw uses of approved

products, and mm.ring that research is undertaken to gcr such new uses on product labels. U is

clear that the purpose ofsemion401 was limited to mandating greater dissemination of scientific

information; the section does not authorize increased product promotion.

The system that Congress envisionc~ and which was the subject of cxhaustNe

consukmion between I-WA and Congressional staff, was onc which would incorporate scientific

and medical journals’ existing criteria for scientifically sound articles. We did not intend for

FDA M rcdcfinc tic criteria by which journals that meet the stamtmy requirements for

dissemination judge the soundness of such tiiclcs.

Through ik proposed regulations, FDA is attempting: (1) to severely limit the

types ~f tiormation about clinical investigations that maybe disseminated substantitdly beyond

what wc intended; (2) to circumscribe the stamtory exemptions Ikom the rcquimntmt to file a

supplemental application; and (3) to devise an administrative process that lhstrates

Ccmgrcsskmal intent that decisions be reached within six& days on a company’s reques[ [o

disscrninatc the infommtion.

The public policy underlying seotion 401 was the subject ofextcnsive

negotiations between FDA representatives and Cwqyessiomd stti and was debated at length by

the Congress. Wc included so muoh detail in his section in order to ensure that it maintained the

balanec that is critical 10 the success of this provision- The proposed regulations go beyond

Congressional intent. We cite .sevend prime examples of this below.
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I. In Contradiction of the Statute, FDA’s Proposed Regulations
Dramatically Limit the Types of Clinical Investigations to Which
Scientific Articles Intended for Dissemination May Pertain

The law authorizes disscminarion ef information on n new usc of an approved

product if tie information is in the fon.n of an unabridged:

reprint or copy of an adcle, peer-reviewed by experts qualified by
scientific training or cxpcricnce to evaltic the safety or
effectiveness of the drug m device involved, which was published
in a scientific or medical journal . . . which is about a clinical
investigation with respcet to the drug or device, and which Would
be considered to be scientifically sound by such experts.

21 U.S.C. $ 360aaa- 1(a)( 1). The statute also defines the term “scientific or medical journal.”

Indeed, Cungre.s intentionally ddi.ncd the term “s~ientific or medical journal’” in the statute in

wdcr to avoid FDA defining the term or further limiting the information that cntild be

disseminated. The statute defines a “scientific or medical journal” as

a scientific or mcdiml publication (A) that is published by an organizatirm (i)
that has an editorial hod; (ii) that utilizes experts, who have demonstrated
expertise in tic subject of an article under review by the organi~ation and
who arc independent of the orgm.katicm, to review and objectively selec~
reject, or provide comments about proposed articles; and (iii) that has a

publicly stated policy, to which the organiz%ion adheres, of fidl disclosures
of any mnflict of interest or biases for all atithom or corkributom involved
with &o journal or organization; (B) whose articles arc peer-reviewed and
published in accordance with rhe regular peer-mtiew procedures of lk

organimtion; (C) that is gcnmali y recognized to bc of national scope and
reputation; (D) that is indexed in the TncicxMcdkws of the National Library
of Medicine of the National hwt-itmes of Health; and (E) that is not in the
form of a special supplement that has been funded in whole or in part by one
or more manufhelunm

l%us, Congress set forth two criteria that an article must meet in order tn be disseminated: (1) it
must be about a ciinieal investigation ard (2) it must be published in a scientific or rned]cal
journal as defined in the statute.
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Despite the CICWkmguage of the statute, FDA has proposed regulations that would severely
resti.ct manulkcturers’ ability to disseminate scientifically important articles. This is done by

restricting dkemination to articles describing a narrow range of chkal trials and by requiring
thattheaniclesinclude more infomwtion about the trials than normally is contained in many

peer-reviewed journal articles. For example, the statute identifies as an aniclc that may be
disseminated one”. . . which is about a clinied investigation with respecT to the drug or
device. . . .“ 21 U.S.C. $ 360aaa-1 (a)(l ). It explicitly contemplates that if such an article is
published in a peer-reviewd journahnd complies with the orher criteria of the law it may be
disseminated, Despirc tie clarity of the s&tute, FDA severdy limits the types of articles that
may he disseminated by defining “cliokd investigation” as an invcstiga~ion in humans that is

sDectivelv da nned to test a specific clinical hypothesis. Proposed 21 C.F.R. ~ 99.3(b). Such
limitation usurps rhe role of the peer-reviewers of the scientific or medical journal and was not
the imem of Congress.

FDA’s proposed regulation also pmvidcs that:

The determination of whether a clinical invcstiga~irm is considered to be
‘Lscicntiflcall y sound” will rest on whether the desi~ conduc~ data, and
anal ysis of the investigation desuibed or discussed in a reprint w COPYof
an article. or in a reference publication reasonably support the conc~usions
reached by the authors.

Proposed 21 C.F.R. ~ 99.10 l(b)(l).

In the preamble to this proposed rule, FDA sets fon.h eight criteri~ fbr a

“scicntii~cally sound” ciinieal investigation. 63 Fed. Reg. M 3114647. T&c eight criteri% if

applied by FDA, would place inappropriate limitations on the types of journal articles that may

be disseminated. By defining what constitutes a scientifically sound clinical investigatio~ FDA,

in essence, is defining for -h and every peer-reviewed journal the criteria their experts should

usc to evaluate and publish articles. Further, the proposed regulations would allow FDA to

substitute its judgmcm as to the scientific soundness of clinid investigations for the judgment of

the peer reviewers as contemplated by the statute. It was nol our intent to assign to thu agency

the role of independent reviewer of peer-reviewed scientific literature.
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The discussions never focused on the need for tic agency to define “clinical investigation;”

rather, they focused on standards for qualified medhiai journals, which were incorporated into tic

statute. Thus, to the cxten~ FDA’s proposed regulations and amm”panying preamble language

impose specific requirements as to the rypc of investigations that must bc described in pcer-

reviewed journals in order to be eligible for disscmi.nation under section 401, the agency is

circumventing Congress’ decision to rely on the judgment of ‘mdepcndent medical expcr?s

employed as part of the peer-review process of appropriate scientific or medical journals.

In sum, Congress determined that a copy of an srticlc “about a clinical

investigation” published in a scientific or medical journal was acceptable for dissemination,

consistem with compliance with [he other provisions uf seetion 401. Accordlngiy, if an artic.lc

about a clinicrd investigation published in a scientific or medical journal a!so met the

requirements of the statute with regaxd to submissions to FDA regarding he conducr of clinical

investigations or exemptions therefrom, and compliance with labeling rcquirernents, including

requited disclosures and other information required by FDA, under the statute that article is

acceptable for dissemination. Congress did not intend that FDA hemmc the arbiter of what the

publication criteria should be for every peer-reviewed journal. The eight criteria prescribed by

FDA that an article must meet in order to bc eligible for dissemination have no plaec in the

implementation of the statute and should be de[et~ as should FDA’s dcfmition of %ientificall y

souml” As long as the article and the manufacturer olkwke comply with the law, the

regulation and accompanying preamble should bc revised to make clear that the two stalutory

cntcria, described above, are the ordy bases upon which an ardck may be disscminaied.

M3VE “NZIS
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II- FDA’s Proposed Regulations Effectively Prohibit the Dissemination of
Reference Publications

The agency also fails to consider Congressional intent with regard to reference

publications. l%e law requires FDA to permit the distribution of reference publications,

including refmcncc texts, that mm tic requirements of the statute. 21 U.S.C. $ 360=-1(b).

Like scientific or medical a.niclcs, truthful, nonmislcading reference texts are eligible for

disselllination under the statute if they meet two criteria. FirsL they must include infmmation

about a clinical trial. Seeon& they must meet the statu[ury definition of a reference publication.

A referenr~ publication is carefully defined as a publication which: (1) has not been wrirccn,

edited, excerpt+, or published for or at the request of the manufacturer; (2) has not been edited

or significant y influenced by the manufactumr; (3) has not been solely distributed through such

a manufacturer; and (4) dots not focus on any particular drug or dcvicc of the dissemina~ing

manufacturer. ~

The agency fails to recogn@ the intent of Congress by “proposing regulations that

include a deftition of “clinical investigatiofi” tha~ by the agency’s own admission, few, if mY,

reference texts can mee~ thereby ci%ectively prohibiting the distribution of reference

publications.

FDAs discussion of the issue in the preamble implies that it is Congress’ statute,

not tic agency’s regulations, tha~ dTiitivcly prohibit the dissemination of reference te-. FDA

states tha~ “(bleeause the statute rcq&s the information being disseminated m hc about a

clirical invcstigatiorq itseems unlikely that many reference publications will meet the

requirements for dissemination under this provision.” 63 Fed. Reg. at 31146. n~e ~~arure is

clear: FDA must allow the dissemination of reference texts that meet the requirements of the

statute. lt is the agency’s proposed resrnerions on what constitutes a “clinical investigation” that

would prevcnr dissemination of mfcrence materials.
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FDA should revise the regulation to track the stamtc. As with articles in scientific or

medical journals discussed above, FDA should revise the regulations lU make clear that the

srarumy criteria control and sllouJd cli.minak the additional criteria on clinical investigations

discussed above. Moreover, if the agency fails to issue regulations that permit the dissemination

of reference texts, the law makes it clear that section401 wi~l become effective November 21,

1998. 21 U.S.C. ~ 360aaa-6[d).
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111. FDA Proposes to Unnecessarily Lxmit the Exemptions From Filing a
Supplement

. Congress balanced the dissemination of appropriate off-label intorrnation with a

system that ensures that new uscs described in such articles arc properly studied and become

approved. Congress dicl however, remgni= that there were several circumstances Where it

would be unnecessary or unwise to force a company to seek approval of dmsc new ES.

Therefore, Congress established two bases on which a company maybe exempted hum the

statutory obligation to seek supplemental approval: (1) where i[ would be economically

prohibitive for the manufacturer to incur the costs necessary for such a submission, taking into

account the lack of any exclusive marketing rights and the size of the population expected to

benefit from approvaJ of the supplemental application; or (2) whcm it would bc unethical to

conduct the studies necessary for the supplemental applicatio~ taking into accmmt whether ~he

new use is the smndard of medical care. 21 U.S.C. $ 360aaa-3(d).

A. FDA’s Criteria for Economically Prohibitive

!%pplcmcnts is Inconsistent with FDA-MA

FDAMA authorizes FDA to waive the requirement for submission of a

supplemental application on an off-label use upon a determination tha~ it would be

“economically prohibitive” to conduct the studies neccssq m suppoti the supplcrnent- The

cri~cna set forth in FDA’s proposed regulations and accompanying preamble language for

meeting this exemption are far more exacting than those contained in the stamm. For exarnp~c,

FDA has proposed that to qualify for such exemption&c manufacturer must demonstrate that the

cost of studies needed to support the submission of a supplemental appli~tion will exceed the

total revenue from ali sales of the product (minus expenses) – not just sales for tic off-label use.

I?ruposcd 21 C.F.R. ~ 99.205(b)(l)(ii).

oTopJ mm ‘N3S s , TO:9T zf3/8z/Lo
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That was not cm-rintent. Requiring that estimates of -nomic benefit to the ma~lufacwer be

equid to the prevalence of all diseases or conditions that the drug will be used to meat is at odds

with the intent of tie prevision -- which was to autlmrizc a waiver based on the economics of tic

new use.

The intent of the “economically prohibitive” exemption is dcmons&atcd by

examination of the sr.armoty provisions thcrnselvcs. The [WOstatutory considerations that tbe

Secretary “slwll -der” in determining whether studies would be economically prohibitive are

{a) the lack of exclusive marlccting rights with resp~cf lo fhe new use and (b) the size of the

population expected to benefit~nm approvul of the supplemental application. 21 U.S.C.

$ 360aaa-4(d)(2)(A) (en~phasis added).

B. FDA’s Criteria for Exemption from Supplement Requirement Based on

Ethical Issucrr is Inconsistent with FDAMA

FDA did not adhere to Congrcssiwwl iut.ent with respect to the second exemption

from the requirement thal tlm manufacturer file a supplemental applicxitirm. Congress provided

that a rna.nufacturcr should not be required to file a supplement where it would be unethical to do

so. When a patient would be denied access to a thaapy known or believed to be effective m

where the patient would k denied the standard of medical care by taking part in a clinical trial,

tic mariufaeturer should not be required to conduct such trials in support of a supplemental

application. Instead of adhering to C.ongre!ssional inkn~ howwer, the FDA indicates that

exemptions should be granted ordy “randy”.

In setting fbrth the erit.cria for when it would be “unethical to conduct studies

nmessary for the supplemental application”, the stawle states:

In making such dctcrlrlhmkm the Secretary shall consider (in addition to any
other considerations the Seeretmy finds appropriate) whether the ncw use
involv~ is the standard of medied care for a health condition.
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21 USC. $ 360aaa-3(cl)(2)(B). The Conference Report expounds on this notion:

In making the dewrmination of whether to grant an exemption pursuant to
subsection (d)(2), the Secretary may consider, among other factors, whether: the
new use meets the rquiremcnts of section 186(I)(2)(B) of the Social Security Act;
a medical specialty society that is represented in or recognized by the Council Of
Medical Specialty Societies (or is a subspeciahy of such society) or is rccog.nimd
by the &rmrican Osteopathic Association, has found thitt the new use is cmtsistcnt
with sound medical practice; the new usc is described in a recommendation or
medical practice guideline of a Federal health agency, including the Nationdi
Institutes of H- tic Agency for Health Care Policy Rcscarck and the Centers
for Disease Control and Prevention of the Department of Health and Human
Sewices; the ncw use is described in onc of three compendia: Thc U.S.
Phatmacopocia-Drug ktformation, the American Medical Association Drug
Evaluation, or the American Hospital Association Formulary Service Drug
Information; the ncw use involves a combination of products of more dlan one
sponsor of a new drug application, s biological liccnsc application, a device

premarkct notification, or a device prcnmrke[ ~pproval applicwiom or the pstcnt
Stallls of the producl.

H.K Rep. 105-399 at 100.

FDA’s proposed regulations set forth at21 C.F.R. ~ !W.205(b)(2)(ii) would limit

application of this exemption to only those situations when “withholding the drug in tie course

of conducting a conrml I.edclinical study would pose an wrreasmlabk risk of harm to human

subjects.” 63 Fed. Reg. at 31149 (emphasis added]. FDA goes on TOsay that an unreasonable

risk of harm ordinarily would arise only in situations in which the intended use of the drug

appears to affect “mortality or irreversible morbidhy”. ~ TCIlimit this exemption in the manner

proposed is inconsistent with the statutory language that the Secrelary consider whether the new

use is the standard of oare.l

‘ The proposed regulation mates that, “the mar.dkturcr may provide evidence showing thSI
the new use is broadly accepted as current standard rncdica.1 treatment or therapy. The

manufacturer shall also addresss the possibility of conducting studks in cMferent populations or
of modified design (e.g., adding the new therapy to existing treatments or using an altcmati VC

dose if monothcrapy studies could nor be accepted).” Proposed 21 C.F.R. ~ 99.205 (b)(2)(ii).
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Prrqmscd 21 C.F.R. $ 99.205(b)(2)(ii) should be revised in several ways in order

to reflect Ccmgressional intcn~ First FDA should deiete Ilom the final regulation the limitation

that only those studies in which the intended use of tic drug appears to allect mort.rdi~ or

mmbidity maybe considered unethieal. Sccor4 FDA should include in the final regulation the

language from the Conference Rcporr quoted above which identifies when a new use may bc

considered a standard ef medical earc, Importantly, lhc rcgu.lation also should make clear thal if

anew use constitutes current standard medical care, it ~ be considered unethical to require a

study on such usc and, thus, an exem@ion W be granted.
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lv- FDA’s Proposed Regulations Attempt to Llnderminc tbe Statutory
Requirement That FDA Respond to Submissions Within Sixty Days

The statute+ provides that when a manufacturer files a submission tith FDA

seeking to disseminate information, FDA must determine whether or not the submission meets

tie aatutmy criteria within sixtv dav~. 21 U.S.C, $Q360aaa(b), 360aaa-3(d)(3). It is irrelevant

to Congress how the agency breaks down its review time in tie intmming sixw days, but at the

end of sixty days, FDA must dmxrrtine whether cxunpletc submissions may be disseminated.

1. However, FDA’s regulations pruposc that within sixty days of receiving a

submissiau the agency may detcnninc whether it is approved, denied ~~cncv needs

more info-. Proposed 21 C.F.R. $ 99.301(a). While it is appropriate for the

agency to determine hit it can ord y make such determinations orI complerc submissions,

the agency fails to provide any t.imc fimnes for obtaining additional information and

responding to the manufacrurcr. As a rcsult, the ageney could request additional

intomatim on day 59, receive such information promptly, and then not respond to the

submission for an undefined period ‘of time. my regulations promulgamd by the agency

should set specific time fkarncs establishing how long the agency has to respond to a

submission of additional information within the Congressionally-mandated sixty day

period.

We also arc concerned that proposed21 C.F.R. 5 99.205(d) states that the SiXtY

day period begins when FDA receives a %ornpletc submission” without further discussion of

how lnng FDA may take to determine whether a submission is complete. The regulation should

be revised to reflect our intent that any judgment as to ccimpletcncss, as we\l as the decision to

allow or dkdow dlsseminmion, should occur within si~ days. In an analogous situatio~ in its

Prescription Drug User Fee Perfam~anec and Management Goals fDA sets 6 and 12 month time

frames for approving applications or supplements thereto. Within those time frames, FDA

makes judgment as to whether the application is acceptable for filing. The sam process should

occur here withk the sixty day time frame.
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To allow FDA an incictexminatc amount of time before the sixty day ~ime frame begins is rm

what Congress intended. “he regulations should be explicit that the judgment as to the

completeness of the submission shall occur within the overall sixty day time frame.

Lastly, the proposed regulations state that when a manufacturer subrni~s a

cerMication that it intends to conduct studies and submit a supplement within 36 months,

protocols must be subminccl pu~uant to an IND~ Proposed 21 C.F.R. $ 99.201 (a)(ii)(4). Then,

according t~ the pr=mf>le, “[t]he proloco!s will be retiewed as an original IND or lDE m an

amendment to an existing IND or IDE.” 63 Fed. Reg. at 31148. Under both the TND

regulations, 21 C.FIL part 312, and the IDE regulations, 21 C.F,R part 812. FDA has thirty drtys

to obje-ot to The initiation of the protocol. Under this proposed regulation, FDA has sixty days

frcm the reeeipt of a eomplcte submission to dccicie whether to allow lhc dissemination of the

information. Proposed 21 C.F.R ~ 99.201 [d). It was not the intent of Congress that the sixty

day time fiarne for a decision regarding dissemination be delayed as ii result on ongoing IND

negotiations. Therefore, the regulation should be clarified to state that nolhkg in this reguhikm

is intended to Iengthcn the thirty day review period under the ND and IDE regulations cited

above.
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v. Conclusion

As dr&od, FDA’s proposed dkscminatirm regulation dots not reflect

Congressional intenl. Wc aeecp~ in good faith, FDA’s request that interested parties ofler’

concrete changes 10 the proposal as published. We, in good fai~h, have responded [u lhat nffer

with a number of concrem revisions to the regulation. While it is not our intention to advise

FDA M to the precise approach its implementing regulations for section401 of FDAMA should

take, wc arc concerned with many aspcets of the proposed regulations.

The purpose ofScc~ion401 wasto ensure the free-flow of objcclivc scientific

information to health uire practitioners abmn new uses of FDA-approved products under specitic

circumskwxs. As drafted, the FDA regulations titrate the objccrive of this provision. In

addition, this is a time-limited program .schedulcd to sunset itl 2006, or seven years after

implementation. The provi.sirm also includes a requirement that a study bc conducted to exarninc

the scientific issues raised. Therefore, to assure a thorough examinmion of the issues raised hy

the cnactrnent of these provisions, we believe it is imporwm rhat Congressional intent be

followed.
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We stiongly urge the agency to revisit the issues we have raised and to ensure tha~

its final regulations are consistent with the statute and legislative histmy of this provision.

Sincerely,

&m
Cm.nie Mack

United stales !knatc

K-A+ —-.—
Ron Wyden
United States Senate u

cc: Michael A. Friedman, M.D.
Lead Deputy Commissioner

Xwl! “km+

.

Bill Frist

Christopher J, Dodd
United Suites Senate

Barbara Boxer

United States Senate
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